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Howes and Kapur (2009) discussed and analysed the three versions of the dopamine hypothesis of schizophrenia and support that in Version I there is no much information of the positive or negative symptoms, where exactly the abnormalities were in the brain or how dopamine was relating to the expression of the symptoms. To continue with, in Version II, seems to have more information about the importance of dopamine in schizophrenia discussing the “regional brain dysfunction” (p.550) and the dopamine levels. However, much of the data for the hypothesis relied on outcomes from animal studies so there is no clear image for the low levels of dopamine in the frontal cortex or for “striatal dopaminergic function”. NICE (2014) guidelines report that, many healthcare professionals hold a negative image towards schizophrenia and consider it as a severe illness which constitutes further follow-up studies.
Moreover, Version III summarizes the dopamine hypothesis as follows: “presynaptic striatal dopaminergic function” (p.552) is high in individuals with schizophrenia corresponding immediate with the symptoms of the psychosis and in order to be protected of this dopamine transmission, dopamine levels are being decreased or dopamine transmission is being blocked which results to a measurement of the symptoms. Also, dopaminergic dysfunction can be also caused by environmental factors and interaction amongst gene variants that are responsible for the dopamine function (Howes & Kapur, 2009). The increased levels of dopamine appear to relate not only to schizophrenia but with other psychosis as well (Howes & Kapur, 2009). Comer (2007) describes dopamine as an important key as the excessive transmission to D2 receptors might cause problems of attention and perception. However, Comer (2007) states that  theorists believe that excessive dopamine activity relates to the positive symptoms of schizophrenia such as hallucinations.
NICE (2014), reports that schizophrenia is a psychiatric disorder that affects individuals’ moods and thoughts while every person experiences symptoms different than other individuals and always depending on certain circumstances that may trigger symptoms that are part of schizophrenia. Salleh (2004) mentions that schizophrenia, is considered to be the most common serious mental illness and that the biggest percentage of the ones that will get affected by it, will lose their independence and will possibly need institutional care for a long time while chronicity will be developed. Moreover, DeLisi et al (2006) highlight that schizophrenia is characterized by brain anomalies, cognitive and clinical change while Morrison et al (2018) state that is connected with social, personal and economic costs. NICE (2014) guideline report that the rates of individuals with schizophrenia from 1950 to 2009 varied depended on the age group and gender with the numbers to be increased with age.
 Kahn et al (2015), highlight that schizophrenia is a combination of symptoms that are being divided into three categories; positive; negative; cognitive. The first category describes the thoughts and behaviours the person experiences the present moment such as; hallucinations, delusions, disorganised speech that all affect the current feelings of the patient. The second category includes experiences such as; anhedonia, social isolation, low energy and lastly, the third category of symptoms includes the dysfunctions that are being caused by schizophrenia. An example is poor personal care, low interest in daily activities, hard to stay focus on employment or maintain any kind of relationships and quite often, individuals who experience such feelings are unable to share those emotions with others (NICE, 2014).
Salleh (2004) underlines that many cases of schizophrenia result from “polygenic mechanism” (p.3) and the cause of the psychosis can be due to a birth trauma or drug abuse. Also, Howes and Kapur (2009) mention that, it can occur through psychoactive substances. Tandon et al (2008) highlight, that schizophrenia is hereditary and when it runs in the families the chances of developing it are increased therefore according to NICE (2014), the genetic risks are not enough in order to explain why some individual develop the certain illness and others not.  The authors also report that, in monozygotic twins, if one twin has schizophrenia, there is 40-50% risk for the second twin as they share 100% of their genetic material however; dizygotic twins only share 50% of their genetic material so if one twin has schizophrenia, there is 10-15% risk for the other twin to have the illness too. Therefore, according to Tandon et al (2008), there is a variety of risks in early years that may be responsible for schizophrenia however; the findings of researches are not satisfying enough. In a worldwide manner, schizophrenia is in the top 15 medical illnesses causing disability (Murray et al, 2013, as cited in NICE, 2014). NICE (2014) also inform that the mortality is approximately 50% of the population as there is a high risk of a big variety of health problems.
Comer (2007) states that, diagnosis of schizophrenia takes place only if the symptoms continue for 6 months while the lifetime prevalence is 1%. He also states the different types of schizophrenia; disorganized type of schizophrenia, catatonic type of schizophrenia, paranoid type of schizophrenia and 2 subcategories: undifferentiated type of schizophrenia and residual type of schizophrenia. Comer (2007) highlights that individuals who inherit the genes of schizophrenia, will develop the illness after stressful events and it usually develops either early adulthood or late adolescents.
According to Lally and MacCabe (2015), antipsychotic medications are being indicated and advised for the treatment of psychotic disorders such as schizophrenia and they have been categorised as first generation antipsychotics (FGAs) or second generation (SGAs).  The SGAs were introduced in 1990s after side effects on the movement that FGAs had shown. Also, Kapur and Remington (2001) report that, there are 8 second generation antipsychotics that are for use and are licensed in the UK are in the same pharmacological profile with the clozapine as it has the least chances for “extrapyramidal side effects”. Even thought there are fewer side effects with SGAs, they are associated with cardiometabolic abnormalities (Lally & MacCabe, 2015). Ray et al (2001) conducted a study about antipsychotics and if they were relating to the risk of cardiac death and came to the conclusion that the cardiac effects of antipsychotics should be explored before proceed to potential treatments.  
Morrison et al (2018) mention that clozapine is the main antipsychotic medication and main choice to the patients that do not react well to standard treatment. About 30-40% of individuals who experience antipsychotic clozapine react poorly and side effects can affect the prescribed dose. Clozapine is classified as a third class medication and it has shown the most extensive effectiveness in TRS (treatment-resistant schizophrenia) (Lally & MacCabe, 2015).  Nielsen et al (2011) share the importance of clozapine and underline that this antipsychotic medication is licensed for treatment-resistant schizophrenia and the individuals who are eligible are patients with a psychosis who respond to at least 2 drugs for psychosis. Moreover, they pinpoint that clozapine treatment is important to continue its route and to not be discontinued early otherwise treatment will not benefit the patient and it is equally important not to increase the dose quick or it may result side effects that are dose-dependent such as; tachycardia and sedation and perhaps end up on discontinuing the drug. Moreover, a few side-effects that patients that undertake clozapine treatment can be; drooling, nausea, sedation that all affect their quality of life significantly (Nielsen et al, 2011).
Furthermore, Nielsen et al (2011) highlight that often, patients who receive clozapine are complex and have usually tried all interventions and often being prescribed high dosages tolerating the intense side-effects and having to deal with psychotic symptoms too. 
Lieberman et al (2005) reported that, neuroleptic medications were slowly replaced by atypical antipsychotics that cause fewer side effects to the patient but were not necessarily more efficacious.  Therefore, it seems that symptoms could be improved in a satisfactory degree but the functional recovery was still under observation as schizophrenia causes problems with working and attention memory (Insel, 2010). Also, DeLisi et al (2006) conducted a 10 year old study about brain changes of patients who were admitted to the hospital after their first episode.  Studying the MRI-follow ups of the individuals came to the conclusion that neuroleptic seem to cause brain changes however; this is not a complete explanation. Moreover, about one third of the individuals who are diagnosed with schizophrenia do not respond very well to the antipsychotic medication treatment (Morrison et al, 2018).
According to NICE (2014), after completing 138 evaluations between antipsychotics testing potential side effects either metabolic or neurological nature came to the conclusion that due to the fact that many trials had short duration and were not specifically designed for this cause, it seems the certain trials can only provide information of the adverse effects in long-term and the differences between neuroleptic drugs.
The National Institute for Clinical Excellence (2014) recommends cognitive-behavioural therapy (CBT) as an intervention for psychosis in order to reduce symptoms and “promote medication adherence”. To continue with, NICE (2014) recommends the CBT to individuals that have experienced first episode and people who show symptoms and in remission.  Birchwood & Trower (2006) highlight the effectiveness and credibility of CBT based on 20 trials. CBT is an intervention that focuses on emotional disorders and the life circumstances that have triggered those (Birchwood & Trower, 2006). To continue with, the main link is considered to be the interaction between cognition and emotion and how they influence each other. Therefore according o Birchwood and Trower (2006), on the 20th century, psychosis and emotion seem to not be having anything in common but the authors clarify that emotion is involved with the psychosis as distress and behaviour are involved with the psychotic symptoms and usually are outcomes from the original cause.
Jauhar et al (2019) mention that CBT may succeed in anxiety and depression but this does not mean that will be the most effective one on the treatment of schizophrenia. Velhorst et al (2015) highlight that after 28 trials it seems that cognitive behaviour therapy is ineffective against negative symptoms as a secondary outcome and also, ineffective in to 2 other trials where the primary outcome were negative symptoms. Therefore, Jauhar et al (2019) cognitive behaviour therapy has been found to be more effective towards the positive symptoms but with a small effect. Furthermore, according to Jauhar et al (2019), NICE investigated the effect of CBT compared with TAU on “reducing hospitalization” (p.1234) however, when comparing CBT with other forms of treatment, there was no proof of being effective towards relapse. Also, after a trial that was conducted to explore the CBT effectiveness towards the prevention of relapse after individual’s first episode it was found that, cognitive behaviour therapy is not a suggested method of treatment (Garety et al, 2008 as cited in Jauhar et al, 2019).  Turkington et al (2003) underline and express their concern that cognitive behaviour therapy for psychosis offers a wide range of treatments with adjusted length of treatment and emphasis as well.
Morrison et al (2018), conducted the Focusing On Clozapine Unresponsive Symptoms (FOCUS) randomised open and approved trial which focused on the investigation of the effectiveness of CBT for individuals with clozapine-resistant schizophrenia and placed the hypothesis that, both treatments together would reduce the clinical symptoms of the psychosis and improve individual’s quality of life over a follow-up of 21 months. The researchers included individuals with persistent symptoms despite the dosages of clozapine; individuals with at least one symptom in high severity level according to the Positive and Negative Syndrome Scale (PANNS); individuals whose diagnosis would meet ICD-10 criteria or Early Intervention for Psychosis criteria; age of 16 years and older individuals and able to provide written consent. The primary outcome was that CBT is not a lasting intervention at over the 21-month follow up however, cognitive behaviour therapy is acceptable but producing little improvement at the end 9 month treatment and shows a good rate of lasting effect on self-recovery (Morrison et al, 2018). CBT is not recommended to be offered to clozapine-resistant psychosis but is suggested to be offered on the onset of the psychosis, when positive symptoms already exist or the patient hesitates to pharmacological treatment due to the potential side effects that may occur during therapy (Morrison et al, 2018).
To conclude with, Birchwood and Trower (2006) believe that cognitive-behaviour therapy for psychosis can be improved by focusing and understanding the link between the emotions and psychosis and restrict positive psychotic symptoms while pushing away the neuroleptic. Also, for the population that does not respond to any of CBT or clozapine treatments perhaps, therapists should focus more on improving quality of life and social interaction than reduce the psychotic symptoms as it might be more of an importance for the patients and families (Morrison et al, 2018). Laws et al (2018) support that; after assessing meta-analysis whether CBT for psychosis improves quality of life and reduces stress while increases functioning while relying on the findings of 10 and 8 trials respectively.
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